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[*»*] «f«« 

[Sa#f"l 0000003246 

[mm a] ^15^ 3^ 7s 

[B1WW4MK] C07K 14/00 
[Ml*] 

[ft*] JH± w 
MWfflKA] 

[WW**] 000006677 

[ft*x»±*&] \h7t\Hwmw^,^± 
uxmx] 

100089200 

[ft*Xtt**fc] «# «H 

[«f£#-t] 03-5916-5111 

[«SU#^1 100109357 

[#a±] 

[ft*Xii*$0 ssit- 

[KK#f-l 03-5916-5111 

V*m-bVto*l 005348 
[**#&«] 21.000R 

[JWJWfr^Bft] 

[$&#*] WMW 1 

mm**] m® i 

MM**] i 
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[f***U (i) mm-s?2x*m2frz>T$ymMm*^fr, l&%>, 

[»** 2 ] @b?ij#^- 2 -c^s *u> r ^ y m@E^J^ e> & & # u k 0 

[f»**3] 1**3(1 Sfctt, W**2K:flB*<0#y^7^K*3-K , t 

[1***4] 1***3 tC|B*0*y ^ ^ V^--^ KSr^OH^^ ^-o 

[ft** 5] a** 4 nifi«onm^^^--ef^^^tt^mo 

[1***6] (1) ttt*#fc:&»t*^ 1***3 fcffi«0:»3feE^J«:'£trflt 

[H ** 7 ] IS** 3 -e^fcS *l£ * * v ^ — if a»5^«r «r*tt fciBffi-C § 

o 

[W**8] (1) lt**lX«»**2CfBm^^ 1 >'^^K*^L. 

[»** 9 ] if** 1 Xtiff** 2 £ffi«w>#y KOfiHt*«IiBli- 

** 8 1 smo * * u - - > r-t z> -fi&o 
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[0 0 0 1] 

[0 0 0 2] 

^nf>T5 K-7f">y^ * K'J >gfe (NADPH) If tiNADP 

H^f>t^^(«^ (ROS^B&i" 

itt^mmm i?\£1&zirzt $ *u *fl§ £ £ & KW*>£ ^ 

RAi±^M&l&K#i^±M£#*K MJJS> atftftOK. 

y?~-u>(*y-l ( inter leukin-K IL-1) . >f >*-tt>f ^-6 (IL-6) „ 

(IL-8) . >f V*-n>f 3r>-12 (IL-12) . ^>*-n^dr> 
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2 0 0 3-0 6 0 7 4 9 » ^-v* : 3/ 



-15 (IL-15) > ^ >*-n^3r>-18 (IL-18) , MflKJEE^f-c (tumor necros 
is factor- « > TNF- a ) £ b'<D<fcfiE&4)-<< YiJ4>, —Wti\&.f£ (nitric oxide 
, NO) > rn^^^9VVV (prostaglandins. PGs) if^aMfifi&d'fcl *l 
tv^ (^W s :fciBU#flfO o *^*n-*/i/#tfk W»ttS#»*^«r 
fflv\ IL-1> IL-6^TNF-a£*lllft£L£r&^^^ 

i±M^mmmm^^mm^mmtvxjt:<^m-^x^m^^x^^ ( 

[0 0 0 3] 

PM'V K • >f y • 7r-V3Dy*^ • (Trends 
In Pharmacological Science)], (^S) , 2 
00 0$, H21t, p. 119-120 

x 4 — (Federation of European Biochemic 
a 1 • S o c i e t y) J , (MM) , 199 1$, f2 8 1t, p. 9-19 

I"****- (Na t u r e) J ,' (£S) , 1 9 9 9$, f40 1 p. 7 
9-8 2 
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#12 0 0 3-0 6 0 7 4 9 » s<-*J : 4/ 

P9* • — t" ^ • 3" 7* • * >^;V • *7*<f W (The Jour 

nal of Experimental Medicine) J, (^H) , 
199 1^, fl7 3t, p. 569-574 

ummoR 5 1 

r*VV> • 77-'7'>a-f'f */U • ^Mtf^/n^- (Curren 
t Pharmaceutical Biotechnology) J , (#H) > 2 0 0 0^|lt, p. 2 
17-2 3 3 

6] 

l"*^^* — • WtTi — X • 'fAyny- (Nature Revi 
ews Immunology) J, (%H) , 2 0 0 2^, f p. 36 
4-3 7 1 

[f • y t - 1 ^ • t y • t n y * ;^ U HJ - (The J 
ournal of B i o 1 o g i c a 1 chemi s t r y) J , (3£3) 
, 1 9 9 3^, $2 6 8^, p. 1 1 3 8 0- 1 1 3 8 8 

mmwrXM 8 ] 

[T — XJJf-'tX • TVK • V >)vt^XA (Arthritis 
& Rheumatism)], (#S) , 1 9 9 9 3s f 3 6t, p. 16 
8 1-16 9 0 

[*4HfcfcK 9 ] 

rT-X^'ff'f^ • T> K • V (Arthritis & Rh 

e uma t i s m) J , (#E) , 1 9 9 8#, f4 1.%, p. 15 9 1—16 
0 2 

^x--ry^7*-K(J. Axford)!, [27*4 is> (Medic 
ine) J , , 7r;^x;W^>^ (Blackwel 1 Sc 

ienceK 1 9 9 6^, p3. 18-3. 22 
[0 0 0 4] 
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i&m&mvt LXit-rz mm] 

& o 

[0 0 0 5] 

t^rv^- *7~£&fllJRJo (PCR) T^'f^-fcffiv** £ £:£ 
[0 0 0 6] 

[i] (D wffi&£2"r*&$*iz>T%swEm*'£^ Lfri>, mmvv-??- 

B^mm^)K^m.ir^^V^^h\ **v*»±, (2) |E?iJ#-^2T?^£*l£T 
[3] H^ltfcli, »^2tcfBm^^ i ;^7'f-K^b~K-t-^^ , ;^^V 

[ 5 ] wratg 4 iztmv&m^ 99- tmtmfk s ttfe«j&. 



ffiHE^F 2003-3055139 



2003-060749 ™ 6/ 

[ 7 ] 3 -emzfrz **->r— eaer-srflwwKinMB-c* & * $ Kim 

[8] [1] [2] HfBm^^V^^K^HSb-CV^^BJia^^®* 

[9] [1] Xti [2] ^famo^^^f-K^iStt^^tlJi-^^K^M^ 1 ^ 
[0 0 0 7] 

*mmmfc&\,*x, traj »± rwiPJ^^J ou&ituiv^ 0 $£*ra<7)b 

*BSiRI± rftttBM&V^^J Tfcofc^ 2002^B« ^^f^c^T 

Kl-{i> 

( i ) ib?!J#-^ 2 -e* $ r ^ / mia^j ^ e> & * *° y ^ ^ k ; 
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[0 0 0 8] 

[*&m <om.mwm$m.m t lx t*> 2 -c* $ tt * 7 ^ j mmm 

r*i&^ offl ii # >; ^ 7^ kj «u (wj#-^ 2 xm £ *l & 7 5 / wasm t <vm 

*WHB#Jw^»t&fl(rSB T^llBlttJ BLAST (Basic local alingment se 

arch tool;Altschul,S.F. h, J. Mol. Biol. ,215,403-410, 1990)|ft*fc J: 

IT, 

r7"n^9A^J fcU TblastpJ 
TGap^ACost^J * TOJ -C, 
rGap#SCost^ifiJ & TOJ T\ 
TMatrixJ t LX rBL0SUM62j 

*mw<vmm^m^fote£v?mmtfv^~?j- vommi**. v kisses tia 

&filt-C&<> fcHSWI^&W ($Ix.fi\ v^X, AA^^- Xfi* 
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H 2 0 0 3 - 0 6 0 7 4 9 H^' ^~ v : 8/ 

&o ft&^ *W«B*tc^v»r l^fUfcJ (variation) tit, Wl—mPwm—tfV 

[0 0 0 9] 

Bfcj&^ftfctfy^'/^K, *»W©««6»<MKfcSS#> ^Wf^o^W 1 ;^ 

sew* TNoxi-b^egj fcifci-*o 

•^Hjo^V^T^Kt LTJi. rE^J#"^2 Tr^SftS T 3 y flUB?ll:d>fe ft 
& *° *J ^ 7^ KJ > rE8I#^ 2 X~m $ ft& T S 7 MER) t *> > RAM 

FlUc^T, 1-1 01@. *F£ L<fil~7l@> £«9$f£L<tel~5l®OT^ 

ni&s-t & * v ^ kj * & v> r@B^ij#^ 2 -c^ $ *t * r $ ^ msa 

^ij t OffiRted* 9 0 %£Lt (^Kli9 5 %£Lh, S 1 < t± 9 8 % &± 

t < , rmm^ 2 -c* $ ft* r 5 y mse^ii^ e> & * # y ^7"?- kj & x 

[0 0 10] 

£ £ . #S&9! <^N0X 1 -bS 6 K & =* - K-T * ^E?>J ^ ft & 9 * * V * K 

ti> mwtt 2 iEt<7) r s j mmmx*7F § ft&Nox 1 -biEBS, w 

<fe£v*l±, s<-7*f- K*a- Ki-SA&E^Jft^ft"^* <£ 

v\> jflKtt, E^I#-^2IB«OT5/BfeE^J*3-K-t4«[*E^J ! Sr*'t* 

#y ^ ^ v^-f- K-eab o . § t < E^!i#-^ i lanoaafeEyii-c** 

o 

[0 0 11] 

^H0^O^ 0 ';^^ V^^K<7)^3t^(4. #tcR5e$ftS*>0-CJ±ftv^ % M 
it If. (1) PCRSrfflv^^, (2) HtfeOjl^X^W^ffi ("fftfr^cDNA 
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«J?tS^) *JHv*&#ik XI* (3) ft¥&fo&%¥*&f 

9JO#V^f-K (M&tfNOX-lbSfiSO . r^Olfs^J Sr^l&W^^ 1 ; 
^V^K (MxJ£N0Xl-b) hf^#x.&<> #NIKJ*> 

SIS (PGR) fc#U ^l&WO^V^^V^^Ki^ti^O-SIS^WSii:^ 
. *S&9! tf> * * 1> * K £ K & f l»u}:^tll>o 

^wvz&m^? * -izmimmmmmvz&m.^? ? - pc dna3. imsB*m^$m 
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[0 0 12] 

3^ct)^ y -fp l-NOX 1 -b£ § #Pj£ L T v> & CI t & L C: t h , CI <D 

Mfc-tzxm, r& (2) m^m^^f^mimmm^^m^^titmir^j: 

^ 3fe^^Ma@-.O^iR^^-tfo ^oT, *5£W\i-£Z>RA<D$L£:-%mZ, N0X 

xsg (i) ^H-sw^pfisjcflBitoaafEya^^trat^ (Non-ban* 1 ?-) 

i; ^ ^f^-v 3 * tzl±^ N0X 1 -WHST-K'W **>f X-f &DNA£ ^9 

«b#^m^«fi*0^m> ^fl^tdrmRNA^Srfflv^TSlSg-t-^ifc^ffi^o mRNA 
*<^M^fi> N0X 1 -bKyiJ*#*W^fSt?i & £ 3 KIWH" >f * JB 

5e£*l&W>>\ RNAtf'J tf*3R|MUfc«aWMB»4fif«:*Iffli-*i 
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^ 4f*-v3>. K?^ny>ft, DNAW ? n T Wl££ ^fc^ffl LTfr "9 

T^fAPCR) ^iv^iticj;^ NQXl-bit^f-Ofiat-ov^-C. <t^^ 
SW&fl¥#f £?T9 it^it^^o PCRit^-*-^ LTii, 0Hx.tf, ABI 
PRISM7700 (T^-f Wt'>^fAXtt) *fflv>a£fcj&*tii3fc*o 

ffJKli, N(ai-b«eKo«tffi^J:o-ra!l5£-r*^*^ri6-Cab&o 

-r&#i#:> «t oaf* t< mon^K&mmz&&tz>$iit*mmLtz*7x.x*> 
(2) iz^xa, xm (i) xnhfitz^m^^tmnm^^f^M 

4 -?-M<om fcirtt, se^j#-^ 5 Rzmtm-^ 6 icism^^BB^i-e 

[0 0 13] 
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[0 0 14] 

m (i) ~ (iii) *&t?m, «pWR56*ih.**o-CJiftv»: 
(iii) BulB^u^yf-KoMtt^aiJi-^^M^^i-^x^o 

[0 0 15] 

mwmtftt LT. ^n^^/9>^>^*iti: LT&£*L&C0X-2(±RA-^ 
fev^TC0X-2HKiS.OTNF a Ltv^ £ 

t^ofc imMmRvmrnw) o ^cocox-2^mss.^"tof«^ms 

*«NOXl-boa«#J-C**DPItw J: 19 ffif$*ifcii:^^ *»i©#^^f K 
OT?fc £N0Xl-bfi*ORQSfc J: *BMfc«X«« fc^LTOK-^XOTlF « rt*3& 
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S^fett, TIBIS (i) ~ (iii) *K #KR£3*L*<>©-Cttfcv* 

(ii) tWIB^V^^K^^^WSttS^S^t^fi-iXS^ 

(iii) Ma^ o, ;^^Ko^tt^»u-r^^^«:SKi-^x@o 

■—Yy^ZfeMffiiyk^T*)^^^ (Fiona H. Durisk, Clin. Immunol. Immunopat 
hoi., 73, 11-18, 1994) £Jflv**#&fcJ: 0tfft"5 iWI*. ±1B 

[0 0 16] 

(a) it^-mt^m^m 

(b) flSfeS&ftifc 

(c) m^tr>*i»^3fc(ESR)tt 

[0 0 17] 

(a) ft£^f&*»2rtt 

§ *o ft^MHfc^l&^&fc ttt±, 08*. ( i ) h * n ACS7C&«rfUffl L 
fc** U -~>^v£, (i i) ^hn^-r^yj^A (NBT) <9*i7n£ 
mmLtiX?V (iii) Tfc^ttx > 9 V &&<Dmjt*mm 
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Wm2 0 0 3-0 6 0 7 4 9 w : 14/ 

fc=Sr>PJfflL^*>0-e** (J.M. McCord and I. Fridovich, J. Biol. Chem., 24 
4, 6049(1969)) „ NBT»x&tiNBTri*02-fc* 9 «7C$*L*?P«Ftt«> *>l/ 
•7"«f > (M^560nm) C & £ fc fc^UJB Ufc t> <D"C$>& (C. Beauchamp and 
I. Fridovich, Anal. Biochem., 44, 276 (1971)) „ 

fttfe#«iW$*L*L«, JHrfBtttftfrfttt. *»Bo#'Mrf KoitttJipllt* 

(b) ft*»*jSfe 

ik&&ttfeb Ltli> ^Uif ( i ) * * * * ;v^v 7x'J >8!*#«:*UJB Lfc* 

(i i) /U$y->l'fe*WBL;fc.**y--^ft**»f*£ . 
# S T: § & 0 * ^ * 9 ;Wl/y 7x'J vSHm#»±tf»14#3£<O*^-e02- SB L 

-T ^> £ <b &5flJffl L£ <> Otr^ 2> (Goto, T: Pure Appl Chem, Vol7, 421-441, . 1968 

)o ^ / -;M£K i ztfcmzTfrij y iilt, o 2 -f ^(±H 2 o 2 o^T-eHOCi 

> K 3 Fe(CN) 6 , K 2 S 2 0 8 > Fe2+^ Co3+£ Z\zX 9 mft$*L-tT S /7 * -^Bfc^ 

fflJBL/SfcOtNfc&(Roswell,D.F.et al: Method in Enzymo logy, Vol 5, 409-423, 
1972) o 
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(c) *^tf>*i*^3te(ESR)i* 

\£UV y-N-t^v K(DMP0)Tr&& (Y. Noda, K. Anzai, A. Mori, M. Kohno, M 
. Shinmei and L. Packer, Biochem. Mol. Biol. Int., 42, 35 (1997)) o 

LTIi, 1O//MJ01T, «F*U<t±l/iMJSlT, HKjfi t < ttO. l/< 

[0 0 18] 

<2rMfc^tJ (^7"^ K*^tr) > a^fcf^hVT^-^^M -Stffif (Terret 
t, N. K. Tetrahedron, 51, 8135-8137, 1995) X o T# *Lteffr£WE 
> **v>J±, (Felici, F. J. Mol. Biol., 222, 

301-310, 1991) fc^&jSJBLTffr&Sftfc^V^A • ^7°f FMv>-&it 
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Wk 20 03-060749 • v : 

[0 0 19] 

mmn 

&&OT~}i&v\, #fc»f»?**fcvv»£-WU <&&0#j£(Sambrook, J. et a 

1., "Molecular Cloning-A Laboratory Manual", Cold Spring Harbor Laborato 
ry, NY, 1989) ^(Dm^mtn^ - 7 ;i^f£|gl£ t:M«7)v^a7;w:^ 

[0 0 2 0] 

(HJfcfll 1 ) ffm^^r v^--tfN0Xl-b^#^^ft.*-7°> i ; — 7*-f >***7 
A (open reading frame, 0RF) @B?lJ<£>$:5e 

*Tyyft<DWm\&*v Y (RNAeasy Protect Mini Kit) *JBv/*T*#*fr»a 

(7>uB,mm^mmmm (hs-ra) i $mRNA&j»«u x-/<-x* v/mksupe 

RSCRIPT First-Strand Synthesis System for RT-PCR) (Gibco-BRLj±) SrffiV>cDNA 
& - £ fc£ ^fPi£L£gm§£OcDNA£«#Mt Ltz 0 WJ#"t 3 tW&m 
^ A -C^S tL^NOXlOORFO^-ffl S: 3 - K-f * * U 3DNA«r^ U DNA*° V * 9 
— fe* (PLATINUM™ Taq DNA polymerase ; << > V h n i?*. >tt) &fflv>T, 94*01 
94*030^ SS^SOfK 68t:3^0-9--r * JVSrSSIII^PCRKJ&SrlT o feo £ 

>\?yui?^>#) KMX (NOXl^*-) U -$*-*H*K 
«t «9 ABI3700 DNA v-^ai>-9— (77^ -f Wtv'^fAXtt) "CfiWfU 

tl^lttl^ ^T^/m@2^J^E^iJ#-^2^t^o N0Xl-b<?>0RlWJl*N 
0X1 (GenbankT * -b ? v a : AF127763) tf>#433# Ufth f$481# g £ "Crt* 

[0 0 2 1] 

2 ) NOXl-b^ORFO ^n-^>^*tlfi ®§£5I 7" 9 * 5 K<Z>#3£ 
1 -Cf^* t £N0Xl-b^* 9 - £EcoRI> XhoI-e^OHf U SSRIKS^^ * 
- (pcDNA3.1/HisB; >f >fcf bn^i^a) OEcoRI, XhoUBJffcfcflr X LT. 
laiMT^T, ^ KpcDNA3. 1/HisB • N0Xl-b£^j£ Lfco 
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[0 0 2 2] 

(IWJ 3 ) HisB • N0Xl-b<Ol&%«$rr?>f§^ 
lOcHf/V- MwNIH3T3« (^B^M^tt) £lX106«Ty V-x >^ It 
12ff$M*&*&. HJ&M2 Kte^XftmLtz^mf? * * KpcDNA3. 1/HisB • N0X1- 
b&U^^ * -pcDNA3. l/HisB&> f7>^7x^^g (FuGENE™6 Trans 

fection Reagents Zs*.nm*m^xmt%i*m~i&^, NIH3T3#Bfl£K*AL 

tgmzmwiLfz 0 mxmm^vBsxmm^ sm^>-f)w^yyr- (s.b) -cm 

JRLfCo S.B^^S^ag^^i-^ - t £N0X 1 £N0Xl-b^&SC*M<a 
B£SDS/4%~20% TfVJl'TS. (^-ft^i&*±) KS^&tfr (Mjt&W 

Wk^-9-^IgGtiL# (M2; v^v*±) . B#te^VN-t4v^- h 

v-fYT^^y (7v^tA7 7;^y7lii) *M^:RjS^^ 0 ssm. EC 

L7X^j'>7'D';f -f ^^tBv^-rA (7 > 7yirA77Ky7l±) £ffiv* 
t@WI6oM*iI-L/:o pcDNA3. 1/HisB • N0Xl-b# AM £ O&fc^V*/ 
;WCte, ^fi52±0.5kDO/^>- K^m§tt7^^ ^^^-iAfflHi 
£-9-^:/;W3fiA> K^m^tt-f . pcDNA3. 1/HisB • NOXl-bSAfflfl^HisB • N 
0Xl-b# s ^t LTrv*.?> c: bifitofr-otzo 
[0 0 2 3] 

(^WJ4) RA.m#fi*ri-^#ttHfett^>N0Xl-b mRNA03§5i±# 

1 1 System-SS eel Is) h g icl£<7>cDNA£fl^ L£o @B^J#^ 5 t 6 T? 

HrA£l*tf>#^>:^ (##SSIcDNA£ 1 , 1/10. l/100<D^WifeJ$X%;%iLfz i> 
<D) KttLXDMtfV * 9— If (rTaq DNA polymerase ; 3€#^*±) £ffi^T, 
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RKJS&frofco ia^J#^5^£*L&7?^>-gS?!j{i, N0X1^X^9W 
^T? h Zfifc&mMtiL. -t^t>*)N0XlSe®O^432#S fc#482#B SrSM&b 

&o =86ot. IB^J#-^5 fcE?iJ#^6 lcJ:4PCRjg!»tiNOXl-b!|#*W*<><0-CJb 
&o POlRS®*T>(rn-x^JC«5(CaaHlU -^v^A^n-vf K (EtBr) 
IfefeKJ: *3DNA£$tffiL NOXl-b t =?-M ZiL&iyj X(D/*y K^sRAft* 

ffiv>fc^i;-fe;V7/l''7*fc KHV >S^*»*(G3PDH)OPCRSJt&^*5V>ri±, RA 
, tt#A^^^*^ra«*EtBr*fetcJ:*^>K3&*Bie)^*Lfe (mi) 0 
£>?>£i:J:?K «fl?Afc*fU RA.f»#**»KjfflBani5V^T. NOXl-b^m*^ 

1fc&im%te3b h i i: tffrfro tz 0 
[0 0 2 4] 

(HJfcfll5) NOXl-bOROSm^flm 
^^J3-e^LfcN0Xl-b5liam«rfflv^Tv h *nAC«7cftK J: »)R0Sm^* 

htHM") 130.5X106^/100// l/5tO#J^JKv>fc e ftl2I^B»J:#*ffTi:« 
v>T4.62 mg/mlOv h ^n^C*100^ l/^inx."Cti^L^f^;Vf-^ x^y V- 

h ^yv- h y -^-C-b^ h U 550 nm^BR*JK*^^^il05ct7to 1H#F«5 
&08BHiSfclII 2 KTFVfzo ^-OjHr*N0Xl-bl&ffijfflflatci5V>Tti^^ * -3§m 

> NADPH OxidaseM^Jt LT£n<b *L&Diphenylene Iodonium Chloride (DPIh 
Jfrt) 1//M£v >^nAC^Jno305-«rJwinx.SC:i:HJ: «9A# <J*P«iHJ 
k^9fc(B2), dtt^OdtJCJ: JjNOXl-btiROS^fSte^^rt. ^OfS 

[0 0 2 5] 

(31*6016) NOXl-bf&mM^&tf &C0X-2 mRNA^)|&mii# 
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^f>^-^cDNA^^L^o @5^!l#-^9 tmm^l 0 Tgi$*L;E>C0X-2##ll$& 
@H^!J*3- Ki-^^n-ry^^^-^r^L. ? -3£MM&> N0Xl-b|§ 

mMm^^^y^^zMLXimk^V * (rTaq DNA polymerase ; Wfc 

mm&) *m^x, 94'ci^om. 94°cio#> 55r2o#\ i2x,zmw^ 9^** 

5IhI(7)RT-PCRRS*^to^o PCRSJ£tl£T#n-;^;Wcm^i&U EtBr^-fe 
lc £ DNA^^fcB COX-2 1 =f-M £ & Xo A > Kri*2^ ? * - E& 

*0-9" > X *) $> N0Xl-bE&5fc<W > -7)V~x?m t < ±#1" & - t tmWX § £ ( 

03) o — ^> ie^i#^-7 tmm^ sT~mzti& << 

v-«rMv^cG3PDH<7)PCRMiSt'*5V^T{i^^ N0Xl-b|&^»* 
^■9-^y;V*^|W|^EtBr^^J:^>^^> V^M^hfitz (HI3) o Lt^o 

-c^ 9 ? t ^ wn-mmmm &cox-2f&m*^^: ^/cb t x 

mm-imAmmm~rmM: ^ ^^^m^x±m t iwi^rt-pcr&^to t 

i^>, NOx-ib^i'i^cox^mil^DPi^J; wmzfo&z ttfWhfrfcte 

o £ (m 3 ) o C0X-2^^^ 5 T)PI <t $ ftfz Z t h > NOXl-bfi^OROS 

K£& WiitMTtmm & ^ L -CC0X-2/&*fi&m^ ZtLtzt^k.h*itz 0 
[0 0 2 6] 

($mW) NOXl-bl&iLITO^t&TNFfj mRNA(7)^m-h# 
@B^J#-^ 1 1 £@E?iJ#-^ 1 2 ^TNF^^lft&IB^JS: n - y°u - 
7*7° 7 << •? - £^J& t ^ ^*&M6-t?P^ L fc^cDNA^ > 7> K** L TDNA*° V ^ 7 
—if (rTaq DNA polymerase ;m#Mai=±) ^fflv^t, WClft<D'4k, 94ri0$\ 
55*C20#\ 72r30#O"9-^r ^;V*45llIcORT-PCR^ : Srfi ; o^o PCR^S^* T1f 
n «- ^ ^m^^Hj U EtBr*&fe DNA£ IttB L £ £ CI £ . TNFfj t ^ £ 

9 -§&MMJ&&%<7>y->7°^fc&^Xl$m#>& Z ttfX%%fr^?z 0 —If, 3> 
Yu-^X&h, @e^iJ#-^7 tW^m^SXm^fi^>'fy^^—^M^tzG3?m 

wcRKj&K&^xit^? * -^mmm, Noxi-b^ms^^^-^y^^n 
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HfifcfcBtBrikfe J: & M> HjPB* £ *tfc 0 $ h NGXl-b£3fcWljfefc** LN0X1 

^ P> jHc & o tz (® 4 ) o Ltztf^X^? * -Z&mSlffi, KM L , N0Xl-b#&m#ffl 
iiTNF^m*^^ ^ /Git Ltv^ih tim bfrttt^tzo Ztz, £OTOF#* 
l&SiNI »4DPI «£ *> Ifl* S ft* £ i: 5> *> * N0Xl-bS3fc<Z>RQSfc «fc & BMt»7GW 
IP £ # L T ff *> tt T £ £ ft 2> o 
[0 0 2 7] 

V * ^ K K X o T 3 - K $ *§&WW V ^ 7^ KOl&S \z?2>Z.b\z 
[0 0 2 8] 

imnm 

SEQUENCE LISTING 
<110> Yamanouchi Parmaceutical Co. , Ltd 
<120> Novel oxidase 
<130> 3246NXI 
<160> 12 

<170> Patent In version 3. 1 
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<210> 1 

<211> 1548 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (1)..(1548) 

<223> Inventor: Kawakami, Masakatsu 



<400> 1 

atg gga aac tgg gtg gtt aac cac tgg ttt tea gtt ttg ttt ctg gtt 48 

Met Gly Asn Trp Val Val Asn His Trp Phe Ser Val Leu Phe Leu Val 
1 5 10 15 

gtt tgg tta ggg ctg aat gtt ttc ctg ttt gtg gat gec ttc ctg aaa 96 
Val Trp Leu Gly Leu Asn Val Phe Leu Phe Val Asp Ala Phe Leu Lys 
20 25 30 

tat gag aag gec gac aaa tac tac tac aca aga aaa ate ctt ggg tea 144 
Tyr Glu Lys Ala Asp Lys Tyr Tyr Tyr Thr Arg Lys He Leu Gly Ser 
35 40 45 

aca ttg gec tgt gec cga gcg tct get etc tgc ttg aat ttt aac age 192 
Thr Leu Ala Cys Ala Arg Ala Ser Ala Leu Cys Leu Asn Phe Asn Ser 
50 55 60 
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acg ctg ate ctg ctt cct gtg tgt cgc aat ctg ctg tec ttc ctg agg 240 
Thr Leu He Leu Leu Pro Val Cys Arg Asn Leu Leu Ser Phe Leu Arg 
65 70 75 80 

ggc acc tgc tea ttt tgc age cgc aca ctg aga aag caa ttg gat cac 288 
Gly Thr Cys Ser Phe Cys Ser Arg Thr Leu Arg Lys Gin Leu Asp His 
85 90 95 

aac etc acc ttc cac aag ctg gtg gec tat atg ate tgc eta cat aca 336 
Asn Leu Thr Phe His Lys Leu Val Ala Tyr Met He Cys Leu His Thr 
100 105 110 

get att cac ate att gca cac ctg ttt aac ttt gac tgc tat age aga 384 
Ala He His He He Ala His Leu Phe Asn Phe Asp Cys Tyr Ser Arg 
115 120 125 

age cga cag gec aca gat ggc tec ctt gec tec att etc tec age eta 432 
Ser Arg Gin Ala Thr Asp Gly Ser Leu Ala Ser He Leu Ser Ser Leu 
130 135 140 

tct cat gat gag aaa aag ggg ggt tct tgg eta aat ccc ate cag tec 480 
Ser His Asp Glu Lys Lys Gly Gly Ser Trp Leu Asn Pro He Gin Ser 
145 150 155 160 

cga aac acg aca gtg gag tat gtg aca ttc acc age gtt get ggt etc 528 
Arg Asn Thr Thr Val Glu Tyr Val Thr Phe Thr Ser Val Ala Gly Leu 
165 170 175 

act gga gtg ate atg aca ata gec ttg att etc atg gta act tea get 576 

tBfiE#2 003-3055139 
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Thr Gly Val He Met Thr He Ala Leu He Leu Met Val Thr Ser Ala 
180 185 190 

act gag ttc ate egg agg agt tat ttt gaa gtc ttc tgg tat act cac 624 
Thr Glu Phe He Arg Arg Ser Tyr Phe Glu Val Phe Trp Tyr Thr His 
195 200 205 

cac ctt ttt ate ttc tat ate ctt ggc tta ggg att cac ggc att ggt 672 
His Leu Phe lie Phe Tyr He Leu Gly Leu Gly He His Gly He Gly 
210 215 220 

gga att gtc egg ggt caa aca gag gag age atg aat gag agt cat cct 720 
Gly He Val Arg Gly Gin Thr Glu Glu Ser Met Asn Glu Ser His Pro 
225 230 235 240 

cgc aag tgt gca gag tct ttt gag atg tgg gat gat cgt gac tec cac 768 
Arg Lys Cys Ala Glu Ser Phe Glu Met Trp Asp Asp Arg Asp Ser His 
245 250 255 

tgt agg cgc cct aag ttt gaa ggg cat ccc cct gag tct tgg aag tgg 816 
Cys Arg Arg Pro Lys Phe Glu Gly His Pro Pro Glu Ser Trp Lys Trp 
260 265 . 270 

ate ctt gca ccg gtc att ctt tat ate tgt gaa agg ate etc egg ttt 864 
He Leu Ala Pro Val He Leu Tyr He Cys Glu Arg He Leu Arg Phe 
275 280 285 

tac cgc tec cag cag aag gtt gtg att acc aag gtt gtt atg cac cca 912 
Tyr Arg Ser Gin Gin Lys Val Val He Thr Lys Val Val Met His Pro 
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290 295 300 

tec aaa gtt ttg gaa ttg cag atg aac aag cgt ggc ttc age atg gaa 960 
Ser Lys Val Leu Glu Leu Gin Met Asn Lys Arg Gly Phe Ser Met Glu 
305 310 315 320 

gtg ggg cag tat ate ttt gtt aat tgc ccc tea ate tct etc ctg gaa 1008 
Val Gly Gin Tyr He Phe Val Asn Cys Pro Ser He Ser Leu Leu Glu 
325 330 335 

tgg cat cct ttt act ttg ace tct get cca gag gaa gat ttc ttc tec 1056 
Trp His Pro Phe Thr Leu Thr Ser Ala Pro Glu Glu Asp Phe Phe Ser 
340 345 350 

att cat ate cga gca gca ggg gac tgg aca gaa aat etc ata agg get 1104 
He His He Arg Ala Ala Gly Asp Trp Thr Glu Asn Leu He Arg Ala 
355 360 365 

ttc gaa caa caa tat tea cca att ccc agg att gaa gtg gat ggt ccc 1152 
Phe Glu Gin Gin Tyr Ser Pro He Pro Arg He Glu Val Asp Gly Pro 
370 375 380 

ttt ggc aca gec agt gag gat gtt ttc cag tat gaa gtg get gtg ctg 1200 
Phe Gly Thr Ala Ser Glu Asp Val Phe Gin Tyr Glu Val Ala Val Leu 
385 390 395 400 

gtt gga gca gga att ggg gtc acc ccc ttt get tct ate ttg aaa tec 1248 
Val Gly Ala Gly He Gly Val Thr Pro Phe Ala Ser He Leu Lys Ser 
405 410 415 

2003-3055139 
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ate tgg tac aaa ttc cag tgt gca gac cac aac etc aaa aca aaa aag 1296 
lie Tip Tyr Lys Phe Gin Cys Ala Asp His Asn Leu Lys Thr Lys Lys 
420 425- 430 

gtt ggt cat gca gca tta aac ttt gac aag gee act gac ate gtg aca 1344 
Val Gly His Ala Ala Leu Asn Phe Asp Lys Ala Thr Asp He Val Thr 
435 440 445 

ggt ctg aaa cag aaa acc tec ttt ggg aga cca atg tgg gac aat gag 1392 
Gly Leu Lys Gin Lys Thr Ser Phe Gly Arg Pro Met Trp Asp Asn Glu 
450 455 460 

ttt tct aca ata get acc tec cac ccc aag tct gta gtg gga gtt ttc 1440 
Phe Ser Thr He Ala Thr Ser His Pro Lys Ser Val Val Gly Val Phe 
465 470 475 480 

tta tgt ggc cct egg act ttg gca aag age ctg cgc aaa tgc tgt cac 1488 
Leu Cys Gly Pro Arg Thr Leu Ala Lys Ser Leu Arg Lys Cys Cys His 
485 490 495 

cga tat tec agt ctg gat cct aga aag gtt caa ttc tac ttc aac aaa 1536 
Arg Tyr Ser Ser Leu Asp Pro Arg Lys Val Gin Phe Tyr Phe Asn Lys 
500 505 510 

gaa aat ttt tga 1548 
Glu Asn Phe 
515 
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<210> 2 

<211> 515 

<212> PRT 

<213> Homo sapiens 

<400> 2 

Met Gly Asn Trp Val Val Asn His Trp Phe Ser Val Leu Phe Leu Val 
15 10 15 



Val Trp Leu Gly Leu Asn Val Phe Leu Phe Val Asp Ala Phe Leu Lys 
20 25 30 

Tyr Glu Lys Ala Asp Lys Tyr Tyr Tyr Thr Arg Lys He Leu Gly Ser '< 
35 40 45 



Thr Leu Ala Cys Ala Arg Ala Ser Ala Leu Cys Leu Asn Phe Asn Ser 
50 55 60 



Thr Leu lie Leu Leu Pro Val Cys Arg Asn Leu Leu Ser Phe Leu Arg 
65 70 75 80 



Gly Thr Cys Ser Phe Cys Ser Arg Thr Leu Arg Lys Gin Leu Asp His 
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Asn Leu Thr Phe His Lys Leu Val Ala Tyr Met He Cys Leu His Thr 
100 105 110 



Ala He His He He Ala His Leu Phe Asn Phe Asp Cys Tyr Ser Arg 
115 120 125 



Ser Arg Gin Ala Thr Asp Gly Ser Leu Ala Ser He Leu Ser Ser Leu 
130 135 140 



Ser His Asp Glu Lys Lys Gly Gly Ser Trp Leu Asn Pro He Gin Ser 
145 150 155 160 



Arg Asn Thr Thr Val Glu Tyr Val Thr Phe Thr Ser Val Ala Gly Leu 
165 170 175 



Thr Gly Val He Met Thr He Ala Leu He Leu Met Val Thr Ser Ala 
180 185 190 



Thr Glu Phe He Arg Arg Ser Tyr Phe Glu Val Phe Trp Tyr Thr His 
195 200 205 
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His Leu Phe lie Phe Tyr He Leu Gly Leu Gly He His Gly He Gly 
210 215 220 



Gly lie Val Arg Gly Gin Thr Glu Glu Ser Met Asn Glu Ser His Pro 
225 230 235 240 



Arg Lys Cys Ala Glu Ser Phe Glu Met Trp Asp Asp Arg Asp Ser His 
245 250 255 



Cys Arg Arg Pro Lys Phe Glu Gly His Pro Pro Glu Ser Trp Lys Trp 
260 265 270 



He Leu Ala Pro Val He Leu Tyr He Cys Glu Arg He Leu Arg Phe 
275 280 285 



Tyr Arg Ser Gin Gin Lys Val Val He Thr Lys Val Val Met His Pro 
290 295 300 



Ser Lys Val Leu Glu Leu Gin Met Asn Lys Arg Gly Phe Ser Met Glu 
305 310 315 320 
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Val Gly Gin Tyr He Phe Val Asn Cys Pro Ser He Ser Leu Leu Glu 
325 330 335 



Trp His Pro Phe Thr Leu Thr Ser Ala Pro Glu Glu Asp Phe Phe Ser 
340 345 350 



He His He Arg Ala Ala Gly Asp Trp Thr Glu Asn Leu He Arg Ala 
355 360 365 



Phe Glu Gin Gin Tyr Ser Pro He Pro Arg He Glu Val Asp Gly Pro 
370 375 380 



Phe Gly Thr Ala Ser Glu Asp Val Phe Gin Tyr Glu Val Ala Val Leu 
385 390 395 400 



Val Gly Ala Gly He Gly Val Thr Pro Phe Ala Ser He Leu Lys Ser 
405 410 415 



He Trp Tyr Lys Phe Gin Cys Ala Asp His Asn Leu Lys Thr Lys Lys 
420 425 430 
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Val Gly His Ala Ala Leu Asn Phe Asp Lys Ala Thr Asp He Val Thr 
435 440 445 



Gly Leu Lys Gin Lys Thr Ser Phe Gly Arg Pro Met Trp Asp Asn Glu 
450 455 460 



Phe Ser Thr He Ala Thr Ser His Pro Lys Ser Val Val Gly Val Phe 
465 470 475 480 



Leu Cys Gly Pro Arg Thr Leu Ala Lys Ser Leu Arg Lys Cys Cys His 
485 490 495 



Arg Tyr Ser Ser Leu Asp Pro Arg Lys Val Gin Phe Tyr Phe Asn Lys 
500 505 510 



Glu Asn Phe 
515 



<210> 3 

<211> 28 

<212> DNA 

<213> Homo sapiens 

mW& 2003-3055139 
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<400> 3 

gaagggctcc aaaccacctc ttgacaat 

<210> 4 

<211> 30 

<212> DNA 

<213> Homo sapiens 

<400> 4 

aaaatgcaga ttaccgtcct tattccttaa 

<210> 5 

<211> 27 

<212> DNA 

<213> Homo sapiens 

<400> 5 

aaaacaaaaa aggttggtca tgcagca 

<210> 6 

<211> 21 

<212> DNA 

<213> Homo sapiens 

<400> 6 

tcaaaaattt tctttgttga a 
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<210> 7 

<211> 20 

<212> DNA 

<213> Homo sapiens 

<400> 7 

accacagtcc atgccatcac 20 



<210> 8 

<211> 20 

<212> DNA 

<213> Homo sapiens 

<400> 8 

tccaccaccc tgttgctgta 20 



<210> 9 

<211> 19 

<212> DNA 

<213> Homo sapiens 

<400> 9 

attgcctctg aattcaaca 19 
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<210> 10 

<211> 18 

<212> DNA 

<213> Homo sapiens 

<400> 10 

agtattgatg atcttaaa 18 

<210> 11 

<211> 20 

<212> DNA 

<213> Mus musculus 



<210> 12 

<211> 19 

<212> DNA 

<213> Mus musculus 

<400> 12 

acagagcaat gactccaaa 19 
[0 0 2 9] 



<400> 11 



ttgtaccttg tctactccca 



20 
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[HI] 

RA,il#i*?f JUjfflJfe Kfc »t h NOXl-b mRNAO^±# * !H"T? & & « 
[HI 2] 

NOXl-bORQSg&^RtfDPIK i * a**^'tia-c**o 
[03] 

N0Xl-b^iim^^tt^C0X-2 mRNA<0^_h#tDPItc.J: ^>Pl#*^i-m-e^)^> 

o 

[B94] 

N0Xl-b§§5MffiJ& !<Z&tfZ> TNF- a mRNAOH^±#^DPItCl J: *fi#*3WS-e** 
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[m2] 

. 100 



c 40 
o 

id 20 





2-^*- NOXl-b KOXl-b/DPI 



[HI 3] 



4 . & # 



COX-2 



G3PDH 





mm 


H 


mm 


■ 

m 
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[KIM 
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i . b 

•ft flf 
ft £ 



#12 003-06074 9 

m m a m m m m. 
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